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Response to Arguments and Amendments 

The Amendment filed on 4/28/08 in response to the previous Non-Final Office Action 
(12/27/2007 is acknowledged and has been entered. 
Claims 1-43 are pending. 

Claims 1-19, 22-39 have been withdrawn for non-elected invention. 
Claims 20, 21, and 40-43, drawn to amethod for identifying a tumor resistant to taxane 
drugs by determining the gene expression of one or plurality of genes, are under consideration. 

Rejections Withdrawn 

1. The rejection of claims 20, 21, and 40-43 rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite because it is not clear how the claimed invention can be achieved 
by method steps recited in the claims is withdrawn in view the clarification by Applicant, who 
indicated that the claimed invention is drawn to a method of identifying a tumor or identifying a 
tumor resistance to taxane comprising detecting the differential expression of one or a plurality 
of genes between the tumor cell and non-tumor cell within the tissues in the remarks (page 12, 
line 2-3 from bottom). The new art rejections are also applied below according to this 
clarifications. 

2. The rejection of claims 20, 21, 40-44 under 35 U.S.C. 102(b) as being anticipated by 
Mechetner et al., is withdrawn in view the amendment to delete the ATPase in the claims 20 
and 42 and Applicant's argument. 

3. The rejection of claims 20. 21 40-44 under 35 U.S.C. 102(b) as being anticipated by 
Junkun et al., are withdrawn in view of Applicant's argument that the claims are interpreted as 
identifying tumor or tumor cells that are resistant to taxane chemotherapeutic drugs (page 15, 
para 3). 
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Response to Arguments and Rejection Maintained 
35 U.S.C. 112 1 st paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

New Matter 

Claims 20,21, and 40-43 remain rejected under 35 U.S.C. 112, first paragraph, New 

Matter as the following: 

It is noted that the claims as newly amended claims reciting GenBank numbers in the 
independent claims 20, 40, 42, and 43 are not supported by the specification. Instant 
specification as filed, although provides a list of names of altered gene expression in the 
chemotherapeutic drug resistant cells compared to the sensitive cells, does not provide 
sufficient support for the relationship of the names of genes associated with the GenBank 
Accession Nos recited in the amended claims. 

Applicant does not argue the new matter rejection and does not point out the support in 

the specification, therefore the rejection is maintained as set forth above. 



Written Description 

Claims 20, 21, 40-43 remain rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which is not possessed by Applicant as the following: 

Claims are drawn to accession Nos from public databases: GenBank Accession No. 
AF458589, GenBank Accession No. U79283, GenBank Accession No. BC063851, GenBank 
Accession No. AY194849, GenBank Accession No. D00099, GenBank Accession No. L34673, 
GenBank Accession No. AF060181, GenBank Accession No. AF237631. 

Claims are drawn to sequences incorporated by reference to an accession no. from a 
public database, and for which no structural identity is provided by nucleotide or amino acid 
sequence in the specification at the time of filing. One skilled in the art cannot determine from 
the written disclosure of the specification alone whether the sequence as claimed is identical to 
the sequence contained in the database under the accession no. at the time the application was 
filed. 

One skilled in the art could not determine based on the accession no. alone which entry 
for a sequence was being claimed, if the sequence entry was modified or revised after the time 
of application filing. Further, because multiple sequence entries could have been made after the 
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filing date, then any post-filing date sequences would raise an issue of new matter. Thus one 
skilled in the art would conclude that Applicants were not in possession of any of the claimed 
sequences referred to by accession no. based on the written disclosure in the specification 
alone. 

The response filed 4/28/2008 has been carefully considered but is deemed not to be 

persuasive. The response states: 

Applicants submit that the GenBank Accession Nos for all of the genes recited in the 
claims were available at a public database (as also acknowledged by the Office in the 
Action) and were, therefore, part of the general knowledge in the art at the time of filing 
of the application. 

Applicants submit Exhibit 1 showing gene sequence revision history that is available on 
the GenBank public database.... As is evident from the Exhibit, the dates at which the 
sequences were first seen on the public database for all GenBank Accession Nos 
corresponding to the recited genes were before the filing date of the current application. 
Consequently, the relationship between the listed genes and the GenBank Accession 
Nos was part of the public knowledge and one of skill in the art. 

Furthermore, each of the GenBank Accession Nos corresponded to only one sequence. 
Thus, one of skill in the art would have understood that the sequence recited in the claim 
(but, it is important to realize, not itself being claimed) is the sequence disclosed on the 
public database at the time of filing. Additionally, for the genes that have a second 
version of the gene sequence submitted after the filing of current application, the second 
version sequence is 100% identical to the first version of the sequence. Thus, one of skill 
in the art could easily determine which entry for a sequence was being claimed by the 
Applicants. 

In response, first, as set forth in the rejection, the GenBank Accession No could change in time 
and the Office could not determine that the sequence as claimed is identical to the sequence 
contained in the database under the Accession No. at the time the application was filed. For 
example, urokinase receptor (AY1 94849), was first seen at NCBI on Dec 21 , 2002, the date 
after filing the priority application 60432922 dated Dec 12, /2002. Furthermore, the zinc finger 
protein (AP060181, claim 20) does not exist with the accession No in the protein and nucleotide 
database. Second, as the revision history provided by applicant (exhibit 1) showing the revision 
history of each accession number, many of the accession Nos are revised many times after 
filing the instant application and the Office could not determine which revision is used at the time 
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of filing the application and not know the sequence in which revision is referred at the time of 
examining the application. Although some of the revised sequences are the same or identical 
as previous version, the additional information or correction might be added in the revised 
version, which could affect the use of the sequence in the claimed method or public opinion 
(one skilled in the art) to use the gene or gene product, which would also result in an effect on 
the examination of the claimed invention. Thus, Applicant's argument has not been found 
persuasive, and the rejection is maintained for reason of the records. 

Applicant is also invited to provide declaration to provide evidence and statement 
indicating that each of the sequences corresponding to the GenBank Accession No recited in 
the claims has not been changed before and after filing date of the instant application. 

The following is a New Ground of rejection based on new consideration 
Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Enablement 

Claims 20, 21, and 40-43 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention. 

The factors to be considered in determining whether undue experimentation is required 
are summarized In re Wands 858 F.2d 731, 8 USPQ2nd 1400 (Fed. Cir, 1988). The court in 
Wands states: "Enablement is not precluded by the necessity for some experimentation such as 
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routine screening. However, experimentation needed to practice the invention must not be 
undue experimentation. The key word is 'undue,' not 'experimentation.' " (Wands, 8 USPQ2d 
1404). Clearly, enablement of a claimed invention cannot be predicated on the basis of quantity 
of experimentation required to make or use the invention. "Whether undue experimentation is 
needed is not a single, simple factual determination, but rather is a conclusion reached by 
weighing many factual considerations." (Wands, 8 USPQ2d 1404). The factors to be 
considered in determining whether undue experimentation is required include: (1) the quantity of 
experimentation necessary, (2) the amount or direction or guidance presented, (3) the presence 
or absence of working examples, (4) the nature of the invention, (5) the state of the prior art, (6) 
the relative skill of those in the art, (7) the predictability or unpredictability of the art, and (8) the 
breadth of the claims. 

The instant claims, as written, are drawn to a method for 1) identifying a breast tumor 
that is resistant to a taxane chemotherapeutic drug comprising the steps of: determining, 
comparing the gene expression levels of one and/or plurality of genes in a tumor sample or 
tumor cells and the non-tumor cells , and then to identify a taxane resistant tumor or tumor cells. 
Thus, the invention claims a method of identifying the taxane resistant tumor or taxane resistant 
tumor cell by determining the differential expression of genes between the tumor (tumor cell) 
and normal tissue (normal cell). 

To satisfy the requirement of 1 12, 1st paragraph, it is necessary that the specification 
provide an enabling disclosure of how to make and use a claimed invention. The objective of the 
claims is method of identifying the taxane resistant breast tumor (or cell) by determining the 
differential expression of one of more genes between the breast tumor cell and normal breast 
cell . Thus, it would be expected that one of skill in the art would be able to do so without undue 
a quantity of experimentations. 

The specification teaches intrinsic gene expression in taxane sensitive vs resistant 
breast tumor (table I), induced gene expression by taxane sensitive vs resistant breast tumor 
(table II), and overlapping the gene sets for the sensitive vs resistant and endothelial cells (table 
III). Thus, the application provides a teaching on the gene expressions between the sensitive 
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and resistant tumor and claims a method of identifying the taxane resistant tumor (cell) by 
comparing the gene expression in tumor to the normal tissue or cell . 

One cannot extrapolate the teachings of the specification to the scope of the claims 
because the specification does not provide teaching or direction/guideline or any objective 
evidence to show that the taxane resistant tumor or cell could be identified by comparing the 
differential expression of the genes between the tumor cell and non-tumor cell that has never 
been exposed to the taxane chemotherapeutic drugs. 

It is known in the field of breast cancer therapy that the resistant tumor or tumor cell are 
developed during and after the patient are administered with taxane drug in vivo or the cell are 
exposed to taxane drugs in vitro. The artisans often measure and compare the differential gene 
expression between the resistant and sensitive tumor (cell) to determine whether the tumors or 
tumor cells are resistant to the taxane drug. For example, a multi-drug resistant protein, p- 
glycoprotein (Pgp) is expressed when the tumor cells exposed to the toxol (a taxane drug) 
(Mechetner et al., abststract, clinical cancer research, vol 4, page 389-398, 1998, provided 
12/2007) and Pgp is not expressed in the tumor that has never been exposed to the such drug. 
Thus, the expression of Pgp can be used for determining whether the tumor is taxane resistant. 
The instant specification also provides the same teaching for identifying the expression of 
specific genes listed in table l-lll. Neither the art of record nor specification have provided any 
teaching to determine the taxane resistant breast tumor or cells by comparing the expression 
between tumor and non-tumor when the tumor has not been exposed to any taxane drug . 
According, the specification provides a non-enabled disclosure and no objective evidence for 
claimed invention drawn to a method of identifying a taxane resistant tumor or taxane resistant 
cells from a tumor by comparing the expression of one or more of the genes listed in the claims 
between the tumor and non-tumor cells, which are not exposed to a taxane drug. 
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In view of the absence of objective evidence and lack of direction/guideline, 
experimentations, and the unpredictability of expressing the genes listed in the claims wherein 
the tumor or tumor cells have not been exposed to a taxane drug, one skilled in the art would be 
forced into undue experimentation to practice the claimed invention for identifying a taxane 
resistant tumors or cell within the tumors. 



Conclusion 

No claims are allowed. 
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